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MEMASKS 

Claim 1 ha.s been amended Clmm& ^, 3, 5, and 742 weie previousiS cai celed .vd cUim 
13 vtas prevjoiislj added. Accoidingly, upon enuy of the above am-^nd lenti, cLms 1, and 
13 Will be peiiduig and under comKieration m the above-idcntifjcd appbcatton 

Claim Rej L. mr^ l i\-,r^S\ SC ^112 

Ciajms 1. 4, 6, md 13 htand rejected undex 35 U S,C ^? 112, becoi d paragraph, as Deng 
mdetmne Specdically, the lenn *'the watcr-sokble bivalem metal coinpourd" \i Ime three of 
ciaim i laeks proper antecedeM basis. 

The eiectioj'i 'as been overcome by the above aniendmcil to claim i m \^.hi«,h the 
limitation ' the \s i> ci -.ol s bn aleat n?etal compound" has been replaced with ihe I mitatior "a 
\^ater SC hm.e biV Ji n n c^il >d ' 

Claxni Rqeuionb I' itiei 35 U.S .C. J 02 

Claim 1 stands rejected uiidei 35 U S C ^ 102(e) as bemg aBUCjpated by Mizushi na 
et al. (U.S. Patent Application Publication No. 2006/0093670). 

Clami 1 reqi ^res that the drug-contammg sustained relea-^e xTucioptirtJCie preparation 
'^i. ude-. a 0 n u ^ ub'-o^ icc si to /ssk vOi u lunf poro is '^vcrowaprL* c ur'ch is fonned 
b> Id luiW s -^uDstiU Ui'^ i.^ ill atoirs of porous h)'d'"oxv 'p::*nf v nh /iiic aloins 

^^ /ashKTid 1 :(K)6/0093670 does not anticipate th:; clajucc u \ ertK n be;.,ause it t^oes 
r*ot d sclose "a z nc-coatf^inrrig porous. bydrox> apatite which is iomed pastsally sub titUvMg 
calcium atoms of porous hydroxyapatite with zme/' 

It ih aip^'vn *hc cjeaion is based on eithci a misu.dcrstt.ndnp of n.iai s bcu^ 
clanr.ed oi a j\ ■yua.sumaiA^ oi what Mi7us! una el a! 200f); 09'6 (> ss dj^vlos.'U' 3 be 
h>dtoxyarj J s«.\ srt fht. Js'zisbnu ei al ?0.%/ ^0^'\>70 cterc-^vc <s vii^mij 
hydr>)x}ap-^ c i oi i.vmg tlic roiiruia Ca^C^'^Oj^iOi! This is dirfe-eat iron die 
hsdro\y;^p< iV o thci a^n ed Li\enfiOi- which has a formula Ca^s x)Znx(P04hOH 

Fiuioai^icntal io the 5n\,enuon. the claims requuc a h>dioxjapaiitc m vvhicb sotuc ot the 
calciunj ii^ the hydrox> apatite stracture is replaced with zmc Repkctng calcium atoms m the 
staicture of the hydroxyapatite v.ith 7mt atoms is not the same as contacting the hydroxj apatite 
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wiih .A /inc si^U. Mereh- contacting a hydroxyapatite of formula (ra5(P04)30H does no( result in 
sub:!>Ututioii of calcium atoms in tiie hydroxy apatite widi zinc atoms. 

Applicants appreciate the Examiner's argument that '*claim ,1 doe^i «ot require any 
specific quantity of zinc substitntion for calcium ii^ the hydroxyapatiie simcturer asid therefore, 
"'a porous hydroxyapatiie having a single atom of calcium diispLiced by zinc and having an 
ai-iMHbt'U drut; leads ois Afipiic^ints" ckuni 1 " cr.ho\^ ^ > ; /u'-;-. n5.i ei al. 2006/!H!-!3t>"f) does 
not diiclov,. a hjdU'XyapatUe ra whsch even a -.ingle ni^irii of c«lcranT 5,s displarod b> nnc. The 
zinc acetate added to the dnjg-loaded hydroxyapatite pjirticics of Exan;ple 2 of Mizushiina et al 
are not iiicorporated imo the structure of tiie hydroxyapatite, but rather are physically ab,sorbed 
into pores of the hydroxyapatite. Such absorption does not result in substitution of calcium atoms 
in the structure of ;he hydroKvapatite with zinc atonjs. 

It is rcspCLiUdly Msbiniited i.hat the person ha\mg ordinary j>kili in the art would not ha\e 
any difficulty undersu^nding the \cr\ Mib^:.as*a;;' m^c li-ndai-ncnu-J di^Yesoixcs h<.sv,t.-^';i the 
claimed invciition and ihc compositions described by Mizushima et al, 2006/0095670. In sicw of 
the very sabstaiifiai, itn^dainental, and easily understood differences between the claimed Inven- 
uon and the compositions disclosed by Mizushima et al 2006A)093670, a withdrawal of the 
rejection is appropriate and necessary to avoid reversible error. 

Rejections Under ^5 U.S.C. § 103 

Cliiin^,N 5, and 13 stand rcfoctoU ur.(\ r '^5 U.S.C. § W^iv-) a'- bcin^^ unpatentable over 
Mizushiraa et al. lc>Ob/m)Q}t~0 in \iew ci l\)niHnson ct al {U.S. Patejil No. 4.i57..378). 

The rejeciK>ij of dependent ciuinn 4, 6, ■j.nd i 3 is improper for the reasons set forth above 
with respect to independent claim 1, Specifically, Mizusliiina ct al 2006/0093670 aiul/or the 
combination of Miznshima et al. in view of Tomlinson et al '378 do not teach, suggest 
motivate, or provide a?n- rea"on for preparing a dosage forn^ by absorbing a drug in *'a zinc- 
containiiig porous h}dr\^x^ apatite which is formed by partially subhtlttiting calcium atom;* of 
porous hydroxyapatite with zsnc." 

As stated above, Mizushnna et al. 2006/0093670 employs ordmary h>iiiox.yapaute hav- 
ing fonuiija CasCPO^X^OH in which not even a single atom of caicium has been replaced with 
zihe. 
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The Tomim^on vi di. •ccicvcacc does not overcujue thi? def^cifiu) SN'rule ronihiisor 
ot al. '378 discloses tiiai ziuc-substitutcd apatiies can be prepaj-ed by placing a hydroxyapatitc in 
a cojUainer vviih an aqueous solution of zinc nitrate in which the pH is caused to fluctuate 
between about 7 and 4 several times, such pH fluctuations are not inherent or suggested by 
Mizushinia e! al., find Tomlinson et al, does not recognize the benefits of cnip!s.;>ing <ii-Soh zinc- 
•<i5H^'uSutcd h>dr<'5\vapatile.s m li drug-containiri:: sU'^l.'uned iClease piop'.'wiUon m v.hsch bs.5th .i 
drug utlict siiaii hunic'in growth hormone and a watet-solublc bj\aloni lumeral compound are 
absorbed. 

Moreover, the prior ait combination does not lead the person having ordinary skill in the 
art to expect a beneficial result will be achieved by absorbing a dmg and a divalent cation into 
,^inC"Substitttled hydroxyapatite particles. In fact, it is impossible for the person having ordinary 
skill in the art to foresee or know, as shown in Table 1 of the specification, that the zinc- 
substituted hjdn^K \apasi$c of d:e ■nvenlixni has better effect in abs.?rptioJi of a druy ihan the 
ordinary, unsubstitutcd hydroxyapatue having formula Cas(P04)30H. As cmi be seen by refer- 
ence lo Table 1, a much larger amount of steroid cm be absorbed into a porous hydroxyapatite in 
which calcimt^ atomji in the hydroxyapatite structure have been substituted with zinc atoms, 

hi view of the unexpected benefits and the absence of asiy reason in the pri or ail to absorb 
a drug and a bivalent metal compound in a ziiic-modified porous hydroxyapatite, it is respect- 
fully cjubmitted tliat th.e rejection is inappropriate and should be withdrawn. 

Doub ie. Patenting Rej ection 

Claims 1, 4, 6. and [ia\t been provisionally rejected an ground of non-statutory 
obviousness-type double patenting as being impatentabie over claims 1. 7, 23, and 25 of co- 
pending Appiieation No, 10/516,122. 

As stated above, the Mizushima et &l 2{K)6/()093670 reference (corresponding with 
Application No. 10/516,122) does not teach, suggest, or provide any nioiivation or reason for 
employing the rctuurcd 'V;nc-Cviit,.ir..ni: tx^cun hydr{^K>apat!ie x^hich in foruuxt by partially 
substitiuiog calcjuiii alum? of pv>rou,s hydroxyapaJitc with ?inc." Hydmxyapautc does not inher- 
enH y havt zuk atoms substituted for calcium atoms, and such substitution cannot be achieved by 
merely combining a bivalent metai salt widt untnodified hydroxyapatite particles, Eather, as 
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laugii? by the ciled and applied Tomlinsoi; et al. '378 refereisce. relativciy hax-^h co?5ditions must 
ticiiberaleiy be applied in order to achieve the desired subsiitulion. Such conditions are not 
disclosed by Mizushsma et al, 2006/OD93670, such tliat ziiic substitution cannot occur, even 
madverteRtiy at very low levels. 

hi view of ihe fimdamental differences between the claimed invention and the composi- 
tio=i> disclosed aad clain-ed by Miz^isbiina ei ai.. il i'^ ,-;;hir:i;ted th.n $hc rciecikm is inappro- 
prisie, aiid likU a iVrilure u> withdraw tiie rejection would corsstitiue reversible eiTor. 

CONCXUSION 

in view of the above amenditients and remarks, it is evidei^t that tlie clainjs are in 
condition for allowance and notice of the sarae is requested. 

Respectfully submitted, 
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